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:1

1
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keglstration uivlsion Tb-/67C 
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Chemical: 2 1 4-Dlchlorophenuxyac~tlc acld 

TOX Chern #: 315 

Project No: None 

or. swenberq met with ur. TheC'dore r'arber and myself on November 
19

1 
1986 and conveyed Doth the box of brain slides and his histo

pathological diagnoses of these slides to us. 

F'or all but one animal, he agreed with the original study text 
diagnoses of astrocytomas. He disagreed with the astrocytoma 
diagnosis of female l:l23289 in the 5 mg/kg group. He diagnosed this 
lesion as a focal area of gliosis present near the center of the 
olfactory bulb, no neoplasm was detected. The stuny text however 
had diagnosed this area as an astrocytoma. He ali.:.> disagreed with 
ur. Koestner's diagnosis of the male 1:12::1473 ot the 45 mg/kg group. 
Dr. Koestner had diagnosed the brain section in question of this 
animal as consisting of a mixeu glial and mesenchymal cell population. 
ur. bwenberg diagnosed this animal as having a small astr·ocytoma 
present in the ventral port1on ot one hemisphere at the forebrain. 

ur. bwenuerg was asked it he felt this study provided sufticient 
evidence to classify 2,4-)J an oncogen. He said the data w~re very 
equivocal tor a number of reasons. Astrocytomas are not as uncommon 
as previously thought. These tumors are very small as a general 
r~le, and more vigorous examination and sectioning tend to increase 
the numbers found. He had·. seen a similar circumstance when examining 
the slides from a rat ~atudy on Harvade. At that time he suggested 
that another study be performed to •esolve the equivocal astrocytoma 
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005634 
issue, This study should include a larger grouJJ size, two control 
and one higlt dose group, looking at ~rain sections only at terminatlon 
of the experiment. He stated that this was his reco~nendation also 
for 2,4-U in order to attempt to resolve tltis astrocytoma issue. 

Appended page 1 contains the original table of tumor incidences 
from the study text, and appended page 2 presents Ur. Swanberg's 
diagnoses in tabular form by animal number, Appended pages 3 and 
4 prese11t the study text's original diagJtoses and appended pages 
5 and b present Ur, Swanberg's diagnoses. 
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Text Table 1 
Incidence of astrocytomas in the brain 
2,4-0ichlorophcnoxyacetlc acid at 0, 1, 

Male 
Group: 1 2 3 4 5 

Mg/Kg/Oay 2 •. 4-0: 0 1 5 15 45 

Unscheduled 
Deaths: 1/18 017 0/3 217 1/14 

Post Week 52 Interim 
Sacrlfi ce: 0/10 0/10 0/10 0/10 0/10 

Post Week 104/105 
Termi na 1 Sac. 0/32 0/43 0/47 0/41 5/36 

All Animals 
on Study: 1/60 0/60 0/60 2158 6/60 

563:~~~~;,d(r/1l f 
Q.Yontalns or relates to trade ucrets 
confidential or proprietary lnformatl 
of the Industry tuk for~• on 2, 4· 
raanrch data." 

2184-103 

nf F-344 rats receiving 
5. 15. or 45 mg/kg/day 

Female 
1 2 3 4 5 
0 1 5 15 45 

0/10 1/13 0/13 0/12 0/14 

0/10 0/10 0/1\l 0/10 0/10 

0/40 0/37 2137 1/38 1/36 

0/&0 1/&0 2/&0 1/60 1/60 
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Astrocytoma Incidence as Uiagnosed by Ur. Swt!nberg 

!'1ales: 

Uose: u mg;kg 1 mg/ky ~ mg/kq 15 mg/kg 45 my/kg 

Animal 

• l:i~3U:.!5 l:i:.!3:nb B:.!3473 
U:.!3377 U:.!3'176 

!l2347!:1 
U~34!:12 
3235UU 
!l~3SU5 

~·emales: 

Animal 
# B23185 B233U2 B23442 B23546 

~,-J.. 4 
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•'Contains or relaies to tr.:de socr.\1, K 
~-

tonlldenlial or proprietary lnformullon ... 
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Histopathologic Examination of Brain Section~ from Study 2184-103 

Animal Numbrr Number 

c.,.0 1~1 t~j 623024 flj 

c.0 ~~ ~~ 623025 ~~ 

I~ !Sf~ 823185 F 

Sr.J I Kj I~ 823289 f 'F 

s,,j 1Sfk; 823302 F 

IS~~ l(j (~ 823376 M 

{ s.u, (~/~ 823377 ''1 

, s,/jt~ 823442 f 

1{1 1~ "- a23473 . tJ :J 

~1 

i!t[ "'~';:/5 ~ 823476 Y1 

tf~/~~ 623479 Ill 

of 51 ides 

2 

2 

3 

2 

3 

5 

3 

2 

3 

2 

2 

Histopathologic Findings 

A smal I granular cell tumor is present 
in the cerebellar meninges that has 
invaded into the dornl c;erebellum. 

A large cystic mixed glioma extends 
from the forebrain to· the occipital 
lobe of one cerebral hemisphere. 

A microscopic astroc~toma is ~resent 
in the ventral medulla. 

A focal area of gliosis is present 
nea: the center of the olfactory bulb. 
No neoplasm was ~etected. ---- --·---~---

The ventral forebrain contains an area 
of increased cellularity. This le~ion 
i • presen~ in only or;e section but ap
pears compatible with a microscopic 
:utrocytoma . 

There is an lrill of focal gliosis/ear·· 
ly tumor present in the .dorsal fore
brain. In addition, the most anterior 
portion of the forebrain adjacent to 
the olfactory bulb has meningeal fil
tration of mononuclear cells h8ving a 
aimilar astrocytic morphology. Diag
nosis: Microscopic estrocytoma. 

A largl'! diffuse astroc)!toma extends 
from th•s frontal region of the brain 
to the occipital lobe ~f the brain. 

A smal! to moderate sized diffusely 
invading astrocytoma is present in one 
hemisphere of the forebrain. 

A small astcocytoma is present in the 
ventral portion of one hemisphere of 
the ,·orebra in. 

The cerebellum contains an astrocy
toma. 

A small astrocytoma is present in the 
striatum of one hemisphere of the 
forebrain. 

7 



.. 
• 

005634 

Histopathologic Examination of Brain Sections from Study 218~-103 (cont'd) 

Animal Number 
·, ~ 

!fr"J lf:.j 1~ 82)!~92 f\1 

lLf:i/51~ 823500 I' I 

L;f.;,jty~ 823505 fl•/ 

lff1~1 I ~]I~ 823546 F 

Number of Slides 

3 

2 

2 

2 

Histopathologic Findings 

One hemisphere of t,he cerebe II um con·· 
tains a diffusely invading astrocy
toma. 

A diffusely invasive astrocytoma ex
tends from the forebrain to the th~la
mus. 

A small astrocytoma is pre$ent in the 
olfactory bulb of the brain. 

The brain contains an astrocytoma 
extending from the tha lam•Js to the 
midbrain with secondary hydrocephalus. 
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